INTRODUCTION
Bipolar disorder (BD) causes substantial psychosocial morbidity by affecting the independent living and occupational and social activities of patients (1) . MacQueen et al. (2) demonstrated that 30%-60 % of patients have psychosocial dysfunctions as measured by the impairment in employment and social functioning. Patients with BD suffer from significant functional impairment even during interepisode intervals and after recovery from an acute episode of illness (3, 4, 5, 6, 7) . This is true even when the traditionally defined syndromal or clinical diagnoses are no longer met (8) . Hence, recovery of patients with BD is multidimensional and should include symptomatic (remission) and functional recoveries. Symptomatic recovery is the resolution of symptoms, while functional recovery is the ability to return to an adequate level of functioning (9) . In a prospective study conducted by Tohen et al. (10) , the symptomatic recovery rate was 72%, while the functional recovery rate was 43% at 2 years after the first episode of mania. This is an indication that within a set of patients presenting with symptomatic remission, some patients continue to suffer from a considerable degree of impairment (7) .
Risk factors associated with poor functioning in patients with BD have been widely studied. The most reported predictors of functional impairment are psychiatric and medical comorbidity and persistent interepisode subsyndromal symptoms (11) . In particular, interepisode subsyndromal depressive symptoms are a consistent predictor of poor functioning in most studies (1, 12, 13, 14, 15) . A 20-year prospective study revealed that depressive and manic/hypomanic symptoms are equally disabling in psychosocial functioning; moreover, subsyndromal depressive symptoms, but not subsyndromal manic or hypomanic symptoms, are associated with significant psychosocial impairment in patients with BD (16) . The relationship between functioning and medication is also worth considering. While medication improves functioning by healing the disease, its side effects, particularly regarding cognition, have a negative impact on functioning in patients with BD (17).
Studies on functioning in patients with BD are more likely to assess the risk factors of poor functioning and generally assess "overall functioning. " This causes poor evaluation of specific functioning areas (18) . Furthermore, most studies have examined the current mood symptoms of patients and may be biased toward a poor outcome (19) . The main aim of this study was to assess the levels of overall functioning and specific areas of functioning in a remitted BD population compare with those in healthy controls using a comprehensive questionnaire. Furthermore, the relationship between medication and functioning was investigated.
METHODS

Study Design
This study is a part of our ongoing research on the "Aspects of functionality in remitted bipolar patients. " Our previously published article, which is a part of this research, examined the predictors of functioning (12) . Patients with a diagnosis of "bipolar disorder, complete remission" according to the Diagnostic and Statistical Manuel of Mental Disorders, fourth edition were included in the study. Patients with a diagnosis of mental retardation, chronic physical disease, substance use disorder, and pregnant or puerperant patients were excluded from the study. None of the patients underwent electroconvulsive therapy in the last 2 months. Ninety-one patients were included in the study during a period of 4 months, and 11 were excluded (five patients declined to participate in the study, two did not complete the scales, one had alcohol abuse, and three had a chronic physical disease). Therefore, 80 patients were included the final assessment. The healthy controls included volunteers from the blood transfusion center of the institute. Volunteers were included if they had no history of psychiatric, neurological, and chronic physical diseases. Healthy individuals in the control group were matched (for every 10 (20) . The questionnaire contains 58 items and 11 subscales: emotional functioning, intellectual functioning, sexual functioning, feelings of stigmatization, social withdrawal, household relationships, relationships with friends, participation in social activities, daily activities and hobbies, taking initiative, self-sufficiency, and occupation. In the reliability analyses, after excluding six items with low reliability coefficients, Cronbach' s alpha coefficient was calculated to be 0.91. The item-total scale correlations were between 0.22 and 0.86. In the test-retest reliability analyses, the correlation between the two ratings was high (r=0.82, p<0.0001). In the validity analyses, 13 factors were obtained, representing 65.1% of the total variance in the exploratory factor analysis. BDFQ revealed significantly negative correlation with HAM-D (r=−0.541, p<0.0001) and YMRS (r=−0.365, p<0.0001) and discriminated patients (mean score=111.8±15.2) from healthy controls (mean score=121.4±10.4) (t=−2.300, p=0.038). With the six items excluded, it is suggested that the 52-item BDFQ is a reliable and valid instrument in assessing functioning in patients with BD (20) . (22) for use in Turkey and was reported to be reliable and valid. BDI contains 21 items, each of which has four potential answers. Respondents choose the most appropriate answer for their condition during the last 7 days. Each item is scored from 0 to 3; higher scores indicate more severe depression.
Beck Depression Inventory (BDI): BDI (21) was adapted by Hisli
Young Mania Rating Scale (YMRS):
YMRS comprises 11 items, each of which measures five severity levels (from mild to serious symptoms) of the core symptoms in the manic phase of BD (23) . The internal consistency coefficient was found to be 0.79 in the Turkish reliability and validity study of the scale (24) . The consensus level of the researchers on the items of YMRS ranged between 63.3% and 95.5%, with κ values of 0.114-0.849.
Statistical Analyses
The statistical analyses were assessed using the Statistical Package for the Social Sciences (SPSS Inc; Chicago, IL, USA) 16.0 program. The independent sample t test was used for comparing the continuous variables. The chi-square test was used for comparing the categorical variables. The Pearson chi-square, continuity correction, or Fisher' s exact test was used if required. One way ANOVA was used for multiple group comparisons. The post hoc Tukey test was used to demonstrate the differences between groups. Statistical significance was accepted as p<0.05.
RESULTS
The comparison of demographic and clinical variables between the patients and healthy controls is presented in Table 1 . There was no statistically significant difference between the groups in terms of age, sex, and duration of education. There were fewer married and employed individuals in the BD group than in the control group. Subthreshold depressive and manic symptoms were more frequent in patients with BD.
The comparison of total and subscale scores of BDFQ between the patients with BD and healthy controls is presented in Figure 1 . Compared with healthy controls, patients with BD exhibited worse functioning in terms of intellectual and sexual functioning, feelings of stigmatization, social withdrawal, household relationships, relationships with friends, and participation in social activities. There was no difference between the groups in terms of emotional functioning, daily activities and hobbies, taking initiative and self-sufficiency, and occupation. The total BDFQ scores of patients with BD were lower than those of healthy controls.
Furthermore, we assessed the relationship between medication and functioning in the BD group (Table 2) . We divided the BD group in terms of their most used drug types; 14 (17.5%) patients were using only a mood stabilizer, 34 (42.5%) were using a mood stabilizer along with an antipsychotic drug, and 24 (30%) were using three or more drugs (any of the mood stabilizers, antipsychotic drugs, or antidepressant drugs). A total of eight patients from the three drug group [an antidepressant drug and an antipsychotic drug (n=2), a mood stabilizer and an antidepressant drug (n=3), and only an antipsychotic drug (n=3)] were excluded from the assessment as these groups were small in number.
We found that there were differences between these three drug groups in terms of total functioning (total BDFQ score). Post hoc analyses basically revealed that patients using only a mood stabilizer had better functioning than patients using three or more drugs (Table 2) .
DISCUSSION
This study mainly focused on investigating the deteriorated areas of functioning in patients with BD compared with healthy controls. BDFQ is a comprehensive questionnaire that assesses functionality among 11 domains in remitted patients with BP. Furthermore, in our opinion, investigating functionality in a remitted population provides more reliable information than investigating patients in acute states. The study results are discussed in three parts: demographic and clinical variables and functioning, specific domains of functioning, and relationship between medication and functioning.
Demographic and Clinical Variables and Functioning
The patient and control groups were matched for age, gender, and education level to compare between similar groups in terms of demographical and sociocultural aspects. In this study, as in most studies, we found that
fewer patients with BD were married (7, 16, 18) and employed (25, 26, 27) compared with healthy controls. In this study, the proportion of unemployed patients with BD (73%) was striking compared with healthy controls (29%). Moreover, the proportion of unemployed patients varies between 50% and 70% in most studies (25, 27, 28) .
Specific Domains of Functioning
Findings regarding specific domains of functioning are listed in Table 3 .
As expected, in this study, the total functioning scores of patients with BD were significantly lower than those of healthy controls; however, this difference was not consistent in all subscales.
Intellectual functioning mainly refers to attention, concentration, and memory functions in this study. Cognitive functioning has been widely studied in patients with BD. Two large meta-analyses demonstrated the considerable differences between patients with BD and healthy controls (29, 30) . Another meta-analysis revealed a strong relationship between cognitive deficits and functioning (31) . Our finding of deteriorated intellectual functioning in patients with BD was consistent with these studies.
There are few studies on the sexual functioning among euthymic patients with BD in the literature. In this study, the sexual functioning scores (representing mainly sexual desire, arousal, and satisfaction) were lower in patients with BD than in healthy controls. Dell'Osso et al. (32) revealed that impairment in sexual desire, excitement, and ability to achieve orgasm was significantly more common in patients with mood disorders than in healthy controls. Another study conducted by Zuncheddu and Carpiniello (33) revealed that fewer sexual fantasies and less sexual intercourse, desire, pleasure, and satisfaction were observed in euthymic patients with BD than in healthy controls. The consequences of illness (e.g., having less sexual intercourse) should be accounted together with the known adverse effects of medication (e.g., decrease in sexual desire) when considering sexual disability in patients with BD.
Feelings of stigmatization and the relationship of these feelings with functioning have been attracting attention in recent years. Studies have demonstrated a correlation between stigma and poor functioning in patients with BD (34, 35) . Moreover, our previous study revealed that stigma played a core role in predicting poor functioning in patients with BD (12) . Another study conducted by Sarısoy et al. (36) demonstrated that internalized stigma was correlated with intimate relationships in patients with BD. It can be interpreted that studying the thoughts of patients regarding the manner in which they experience their illness is important for achieving better functioning.
As expected, domains of functioning reflecting family and social functioning (social withdrawal, household relationships, relationships with friends, and participation in social activities) were found to be worse in patients with BD when compared to controls. Interestingly, there was no difference between the groups in terms of daily activities/hobbies and taking initiative/self-sufficiency. These two findings appear to be in conflict. However, the items of daily activities/hobbies and taking initiative/self-sufficiency mostly examine individually performed activities (e.g., paying bills, shopping, applying for a job) rather than socially performed activities. This is a remarkable finding of this study, reflecting that remitted patients with BD tend to perform daily activities well when these activities are not in a social context. This finding can also be interpreted as an unfavorable result of self-stigmatization. Self-stigmatization may embarrass patients when performing socially. To the best of our knowledge, this is the first study distinguishing social and individual functioning by discovering such a distinction in daily life conditions in patients with BD.
It was surprising that there was no difference between the groups in emotional and occupational functioning. Emotional functioning mainly expresses emotional reactions to daily circumstances and how the patient finds his/her emotional participation. Occupational functioning mainly examines how the patient finds himself/herself when working (recently or in the past). These two findings were unexpected because most patients with BD complain of diminished emotions and occupational performance.
Medication and Functioning
The main finding regarding medication was that bipolar patients using only a mood stabilizer have better functionality than patients using 3 or more drugs. Furthermore, total functioning scores were found to decrease as the number of drugs increased, although this finding was not statistically significant. This finding is consistent with the findings of the study conducted by Martinez-Aran et al. (37) , which revealed that number of drugs was related with functional impairment in patients with BD. Another study found significant differences in overall functioning between drug groups in patients with BD. According to this longitudinal, open-label study, the lowest impairment was found among patients on lithium monotherapy, followed by untreated individuals, those on antipsychotic monotherapy, and those on combination therapy (lithium and antipsychotic drugs) (38) . In general, antipsychotics are estimated to be responsible for deteriorated functioning in terms of their unfavorable effects on cognition. In a study conducted by Arts et al. (17) , it was found that the use of second-generation antipsychotics was associated with the largest negative effects on cognition, which were evident in the areas of motor speed and basic information processing. Although there is evidence for the unfavorable effect of the number of drugs on functioning, the deteriorated functioning should not be attributed only to the number of drugs. It is unclear whether the number of drugs has a direct impact on functioning or whether patients requiring multiple psychotropic drugs are clinically more severe than others.
Study Limitations
The cross-sectional design and the known limitations of self-perceived scales are the limitations of this study. The healthy controls may have performed a standardized evaluation in order to evaluate their current psychiatric, neurologic, and physical state. They were only evaluated using BDI and YMRS and asked if they had a psychiatric, neurological, and chronic physical problem currently or previously. In addition, there were significant differences between patients with BD and healthy controls in terms of BDI and YMRS scores, which might be considered while comparing these two groups; however, our main focus was to compare the remitted patients with the control group, so we disregarded this difference.
In conclusion, clinicians should not assume that patients with BD are sufficiently healed when they meet conventional "complete remission" criteria. Interepisode mild depressive symptoms are an important starting point leading to struggles with poor functioning. Clinicians may hesitate to prescribe antidepressant therapy in terms of precipitating a manic switch when a bipolar patient with depressive symptoms is consulted (1). The very low incidence of antidepressant use in our study is concordant with that opinion. Although medication can improve psychosocial functioning by ameliorating affective symptoms (39) , the number of medications used should be considered in terms of its possible unfavorable effect on functioning.
Regarding the results of individual and social functioning in this study, psychosocial interventions, particularly in a context of interpersonal relationships and stigma, should be beneficial for patients with BD. With the aid of these interventions, patients can experience acceptance, appreciation, and meaningful interpersonal connections (40) . Group psychoeducation (41) and interpersonal and social rhythm therapy (42) are models with evidence of favorable outcomes. 
